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| | The foUov^ document has not yrt 

|^| copy of the earlier application whose priority has been claimed (Rules 43ta.l and 66.7(a)). 
[~] translation of the earto^ and66.7(b)). 

Consequently it has not been possible to consider the validity of the priority claim. Ibis opinion has nevertheless been 
established on the assumption that the relevant date is the claimed priority date. 

f—| This opinion has been established as if no priority had been claimed due to the feet that the priority claim has been 
I— J found mvaHd (Rules AZbisA and 64.1). Thus for the purposes of this opinion, the international filing date indicated 
above is considered to be the relevant date. 



3. Additional observations, if necessary: 

Since it is assumed that the relevant date is the claimed 
priority date, the following document cited in the 
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US2005019801 
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Novelty (N) 



Inventive step (IS) 



Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



2. Citations and explanations: 



The present application relates to a method for identifying 
a compound capable of modulating the Notch pathway. The test 
compound is either administered to an animal or is brought 
into contact with a cell in culture, after which the 
expression of the basic helix- loop-helix transcription 
factor Mathl in a sample from said animal or cell is 
detected. A change in Mathl expression in the presence of 
said test compound as compared to in the absence of said 
compound indicates that said compound modulates the Notch 
pathway . 

Reference will be made to the following documents cited in 
the International Search Report: 

Dl) US2002192665 

D2) Development, 131: 903-913 (24 Feb 2004), Gazit R et al. 

Prom Dl it is known that the MATH1 protein regulates the 
Delta-Notch signalling pathway that governs endocrine cell 
differentiation (paragraphs [0088] and [0316] ) . Dl discloses 
an animal in which at least one Mathl allele is inactivated 
by insertion of a heterologous reporter gene sequence, 
whereby expression of Mathl is prevented. Said animal may be 
used in a screening assay for identifying compounds capable 
of affecting a developmental and/or gastrointestinal 
condition, wherein said condition is a result of a reduction 
in expression of Mathl. The expression of the reporter gene 
is regulated by the Mathl promoter. Compounds which give a 
dose-related enhancement of reporter gene transcription or 
expression are selected for further evaluation as 

therapeutic agents (paragraphs [0221] - [0223] , [0229] and 

[0300]). 

•••//••• 
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Supplemental Box 

In case the space in any of the preceding boxes is not sufficient 
Continuation of: BOX V 

The subject-matter of claims 1-8 is novel. 

Document Dl is considered to represent the closest prior 
art. 

The method of claim 1 differs from what is disclosed in Dl 
in that the expression of Mathl is detected instead of the 
expression of reporter gene driven by the Mathl promoter. 

Due to these features, a direct measurement of Mathl 
expression is achieved instead of an indirect measure. 
Consequently, with the background of Dl, the problem is to 
design an alternative method to obtain a direct measurement 
of Mathl expression. 

It is well known to persons skilled in the art to measure 
the expression of a gene or protein directly, e.g. by an 
immunoassay or by measuring the activity of the encoded 
protein. Therefore, the skilled person faced with the 
problem of directly measuring the expression of Mathl would 
simply employ the features of a screening method known in 
the art. Since no other technical effect than the direct 
measurement of Mathl has been achieved the invention defined 
in claim 1 is not considered to go beyond what can be 
expected from a person skilled in the art. Therefore, the 
invention defined in claim 1 lacks inventive step. 

The remaining claims are considered to involve particular 
detail executions obvious to a person skilled in the art. 
Therefore, the invention according to claims 2-8 is not 
considered to involve an inventive step. 

D2 discloses that differentiation of cerebellar granule 
cells depends on Mathl, which acts by regulating the level 
of multiple components of the Notch signalling pathway. D2 
thereby further emphasizes what is also disclosed in Dl 
about the important role of Mathl in the Notch pathway. See 
I especially pages 903-904 and 911-912. 
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Reasoned statement under Rule 43to.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Box No. VI Certain documents cited 

|~| BoxNo.VII Certain defects in the international application 

| [ BoxNo.Vm Certain observations on the international application 

2 FURT HE R ACTION 
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Basis of this opinion 



1. With regard to the language, this opinion has been established on the basis of the international application in the language in 
which it was filed, unless otherwise indicated under this item. 
□ TOsopimonhasbeenes^^ 

^ , which is the language of a translation furnished for the purposes of international search (under Rules 12.3 



and 23.1(b)). 



2. With regard to any nucleotide and/or amino acid sequence disclosed in the int 
* • j n A** w w**n established on the basis of: 



claimed invention, this opinion has been established on the basis 
a. type of material 

| | a sequence listing 

| | table(s) related to the sequence listing 



ional application and necessary to the 



b. format of material 

| | in written format 

| | m computer readable form 



3. 



c. time of fihng/turmshing 

[ | contained in the international application as filed 

| | filed together with the international appHcation in computer readable form. 
| | furnished subsequently to this Authority for the purposes of search. 

I - ! In addition, in the case that more than one version or copy of a sequence listing and/or £ble f 1 ^^^^ I 
L- 1 filed or toiished, the required statements that the information in the subsequent or additional copies is identical to | 
that in the application as filed or does not go beyond me apphcation as filed, as appropriate, were furnished. 
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Box No, H Priority 
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2. 



| | The following document has not yet been furnished: 

|^| of the earlier application whose priority has been claimed (Rules 43to.l and 66.7(a)). 

|~| translation of the earlier application whose priority has been claimed (Rules 43 bis.l and 66.7(b)). 



□ 



Consequently it has not been possible to consider the validity of the priority claim. This opinion has nevertheless been 
established on the assumption that the relevant date is the claimed priority date. 

This opinion has been established as if no priority had been claimed due to the feet that the priority claim has been 
found invalid (Rules 43iis.l and 64.1). Thus for the purposes of this opinion, the international filing date indicated 
above is considered to be the relevant date. 



3. Additional observations, if necessary: 

Since it is assumed that the relevant date is the claimed 
priority date, the following document cited in the 
International Search Report will not be considered in Box V: 
US2005019801 
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applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 



Inventive step OS) 



Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-8 



1-8 
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NO 

YES 
NO 

YES 
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2. Citations and explanations: 

The present application relates to a method for identifying 
a compound capable of modulating the Notch pathway. The test 
compound is either administered to an animal or is brought 
into contact with a cell in culture, after which the 
expression of the basic helix-loop-helix transcription 
factor Mathl in a sample from said animal or cell is 
detected. A change in Mathl expression in the presence of 
said test compound as compared to in the absence of said 
compound indicates that said compound modulates the Notch 
pathway . 

Reference will be made to the following documents cited in 
the international Search Report: 

Dl) DS2002192665 , 
D2) Development, 131: 903-913 (24 Feb 2004), Gazit R et al. 

From Dl it is known that the MATH1 protein regulates the 
Delta-Notch signalling pathway that governs endocrine cell 
differentiation (paragraphs [0088] and [0316]). Dl discloses 
an animal in which at least one Mathl allele is inactivated 
by insertion of a heterologous reporter gene sequence, 
whereby expression of Mathl is prevented. Said animal may be 
used in a screening assay for identifying compounds capable 
of affecting a developmental and/or gastrointestinal 
condition, wherein said condition is a result of a reduction 
in expression of Mathl. The expression of the reporter gene 
is regulated by the Mathl promoter. Compounds which give a 
dose-related enhancement of reporter gene transcription or 
expression are selected for further evaluation as 
therapeutic agents (paragraphs [0221] - [0223] , [0229] and 
[0300]). .. 

• ••// ••• 
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Supplemental Box 



International application No. 
PCT/SE 2005/000234 



In case the space in any of the preceding boxes is not sufficient 
Continuation of: BOX V 

The subject -matter of claims 1-8 is novel. 

Document Dl is considered to represent the closest prior 
art. 

The method of claim 1 differs from what is disclosed in Dl 
in that the expression of Mathl is detected instead of the 
expression of reporter gene driven by the Mathl promoter. 

Due to these features, a direct measurement of Mathl 
expression is achieved instead of an indirect measure. 
Consequently, with the background of Dl, the problem is to 
design an alternative method to obtain a direct measurement 
of Mathl expression. 

It is well known to persons skilled in the art to measure 
the expression of a gene or protein directly, e.g. by an 
immunoassay or by measuring the activity of the encoded 
protein. Therefore, the skilled person faced with the 
problem of directly measuring the expression of Mathl would 
simply employ the features of a screening method known in 
the art. Since no other technical effect than the direct 
measurement of Mathl has been achieved the invention defined 
in claim 1 is not considered to go beyond what can be 
expected from a person skilled in the art. Therefore, the 
invention defined in claim 1 lacks inventive step. 

The remaining claims are considered to involve particular 
detail executions obvious to a person skilled in the art. 
Therefore, the invention according to claims 2-8 is not 
considered to involve an inventive step. 

D2 discloses that differentiation of cerebellar granule 
cells depends on Mathl, which acts by regulating the level 
of multiple components of the Notch signalling pathway. D2 
thereby further emphasizes what is also disclosed in Dl 
about the important role of Mathl in the Notch pathway. See 
especially pages 903-904 and 911-912. 
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